As employed here, the term mixed skin cell-leukocyte reaction (.MSLR) concerns an in vitro reaction between dissociated skin cells and allogeneic normal peripheral blood leukocytes. With respect to its immunological implications, this reaction is similar to the mixed leukocyte reaction (MLR) between allogeneic leukocytes. By means of the MLR, immunological recognition between lymphocytes from genetically disparate donors is detected and measured either by blastoid transformation, enhanced mitotic rate, or induction of DNA synthesis (1) (2) (3) . This system has proved effective for the sensitization of lymphocytes in vitro prior to transfer of transplantation immunity in vivo (4) , and useful for the determination of tissue incompatibilities between potential transplant donors and recipients (5, 6) . The proliferative phase of the MLR possesses characteristics required for an immunological response, i.e., selectivity and specificity (7, 8) . Furthermore, peripheral blood lymphocytes sensitized in mixed culture with allogeneic lymphocytes engender immunospecific destruction of target cells (9) , an event directly associated with allograft rejection. Parenthetically, the MLR requires, in addition to immunologically competent lymphocytes and a sufficient number of allogeneic stimulating lymphocytes, a threshold number (1-2%) of nonspecific supporting (macrophage) cells already present among peripheral blood leukocytes (10) (11) (12) .
Other investigators have reported that normal human lymphocytes, in mixed cell culture, are unresponsive to allogeneic nonlymphoid cells. The latter include allogeneic platelets (1), erythrocytes (1, 13) (carcinoma of human cervix) cells (13) , and human thyroid and melanoma cells (14) . Human lymphocytes are also unresponsive to xenogeneic kidney cells from gray monkeys (14) . We have reexamined with the methods now available the response of leukocytes to allogeneic dissociated kidney and skin cells.
In Table 1 .
Lewis or ACI peripheral blood leukocytes with allogeneic and syngeneic skin cells Lewis and ACI are isogenic rat strains that are also of different Ag-B antigen phenotypes (Lewis, B1 and ACI, B4) (19) . The data in Table 2 In unpublished experiments with peripheral blood leukocytes and dissociated skin cells of human origin, we have found the MSLR to be a "one-way" reaction: leukocytes in mixed culture from male and female donors provided 46% male and 54% female metaphase chromosomes, whereas skin cells from female donors with leukocytes from male donors provided 3% female (skin cell) and 97% male (leukocytes) metaphase chromosomes.
DISCUSSION
The data presented here indicate that the MSLR may be of value in tests for histocompatibility. It exhibits an allospecific response. Presumably it manifests a "one-way" response, which is considerably more sensitive than the corresponding "two-way" response of the MLR. These qualities particularly recommend application of the MSLR to human histocompatibility testing. Fischer rats were 6-month-old females; Lewis rats, 18-month-old females.
Transplantation antigens like the Ag-B group, which represent major histocompatibility barriers in the rat, are a feature of many mammalian species, and many properties of the Ag-B antigens parallel those of antigens determined by the H-2 locus of mice or the HL-A locus of man. We were therefore interested to learn the response in the MSLR between the Fischer and Lewis strains, which have the same Ag-B allele (19) . Ag-B compatibility between the strains manifests itself by delayed or feeble reactivity, as for example in graft versus host reactions (20) and leukocyte reactivity in titro (21, 22) , and by long-term kidney allograft survival (23) . The prompt rejection of skin grafts (20, 23, 24) exchanged between these strains may be explained on grounds unrelated to Ag-B antigens. According to our results, the MSLR shows pronounced proliferative responses when cell donors differ by alleles at the Ag-B histocompatibility locus and shows no response when an allele is shared.
This discovery of the mitogenic effect of rat skin cells on allogeneic leukocytes prompts possible application to research pertaining to skin cancer, radiobiology, allergy, and human histocompatibility testing. With regard to the latter, we are now engaged in perfecting a method for application to humans which includes a nonsurgical means for obtaining skin cells.
